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Research
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Introduction Metastatic Triple-Negative Breast Cancer (mTNBC) — The Patient Perspective
Module 1 Selection and sequencing of antibody-drug conjugates
Module 2 Dosing and tolerability of sacituzumab govitecan; use of anthracyclines

Module 3 Case Presentation: 63-year-old woman with relapsed TNBC (HER2 2+) who experiences
disease progression on T-DXd (Grade 2 ILD) and receives sacituzumab govitecan

Module 4 Discussing palliative and end-of-life care
Module 5 PARP inhibitors in somatic versus germline mutant TNBC; cytopenias with PARP inhibitors
Module 6 The “art of oncology” — building trust with patients and family members

Module 7 Case Presentation: 66-year-old woman with recurrent TNBC with extensive chest wall
involvement

Module 8 Case Presentation: 45-year-old man with multiregimen-refractory AR-positive TNBC with
an ERBB2 exon 20 insertion mutation



Agenda

Introduction Metastatic Triple-Negative Breast Cancer (mTNBC) — The Patient Perspective

Module 1 Selection and sequencing of antibody-drug conjugates
Module 2 Dosing and tolerability of sacituzumab govitecan; use of anthracyclines

Module 3 Case Presentation: 63-year-old woman with relapsed TNBC (HER2 2+) who experiences
disease progression on T-DXd (Grade 2 ILD) and receives sacituzumab govitecan

Module 4 Discussing palliative and end-of-life care
Module 5 PARP inhibitors in somatic versus germline mutant TNBC; cytopenias with PARP inhibitors
Module 6 The “art of oncology” — building trust with patients and family members

Module 7 Case Presentation: 66-year-old woman with recurrent TNBC with extensive chest wall
involvement

Module 8 Case Presentation: 45-year-old man with multiregimen-refractory AR-positive TNBC with
an ERBB2 exon 20 insertion mutation




Oncology Q&A: Addressing Common Questions Posed by
Patients with Metastatic Triple-Negative Breast Cancer

A Live Webinar for Patients, Developed in Partnership
with the Triple Negative Breast Cancer Foundation

Wednesday, November 13, 2024
6:00 PM - 7:00 PM ET

Faculty
Lisa A Carey, MD, ScM, FASCO
Rita Nanda, MD

Moderator
Neil Love, MD






iy

iﬂiﬁﬁ‘&&% DESTINY-Breast04

Trastuzumab deruxtecan (T-DXd)
vs treatment of physician’s choice in patients with
HER2-low unresectable and/or metastatic breast cancer:

Results of DESTINY-Breast04, a randomized, phase 3 study

Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY, USA
June 5, 2022

Additional authors: William Jacot, Toshinari Yamashita, Joo Hyuk Sohn, Maria Vidal, Eriko Tokunaga, Junji Tsurutani,
Naoto Ueno, Yee Soo Chae, Keun Seok Lee, Naoki Niikura, Yeon Hee Park, Xiaojia Wang, Binghe Xu, Dhiraj Gambhire,
Lotus Yung, Gerold Meinhardt, Yibin Wang, Nadia Harbeck, David Cameron

On behalf of the DESTINY-Breast04 investigators
2022ASCO Sopemi ASCO s

ANNUAL MEETING Shanu Modi, MD KNOWLEDGE CONQUERS CANCER

e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JULY 7, 2022 VOL. 387 NO.1

Trastuzumab Deruxtecan in Previously Treated HER2-Low
Advanced Breast Cancer

S. Modi, W. Jacot, T. Yamashita, J. Sohn, M. Vidal, E. Tokunaga, J. Tsurutani, N.T. Ueno, A. Prat, Y.S. Chae,
K.S. Lee, N. Niikura, Y.H. Park, B. Xu, X. Wang, M. Gil-Gil, W. Li, J.-Y. Pierga, S.-A. Im, H.C.F. Moore, H.S. Rugo,
R. Yerushalmi, F. Zagouri, A. Gombos, S.-B. Kim, Q. Liu, T. Luo, C. Saura, P. Schmid, T. Sun, D. Gambhire, L. Yung,
Y. Wang, J. Singh, P. Vitazka, G. Meinhardt, N. Harbeck, and D.A. Cameron, for the DESTINY-Breast04 Trial Investigators*




Beyond the Guidelines: Clinical Investigator
Perspectives on the Management of Breast Cancer

A CME Hybrid Symposium Held in Conjunction
with the 2022 ASCO Annual Meeting

Monday, June 6, 2022
7:00 PM -9:30 PM CT (8:00 PM - 10:30 PM ET)

Faculty
Javier Cortés, MD, PhD lan E Krop, MD, PhD
Matthew P Goetz, MD Hope S Rugo, MD
Erika Hamilton, MD Sara M Tolaney, MD, MPH

Moderator
Neil Love, MD




iy

2024 ASCO DESTINY
ANNUAL MEETING BREASTO06

Trastuzumab deruxtecan vs physician’s choice of
chemotherapy in patients with hormone receptor—positive,
human epidermal growth factor receptor 2 (HER2)-low or
HER2-ultralow metastatic breast cancer with prior endocrine
therapy: primary results from DESTINY-Breast06

Giuseppe Curigliano
European Institute of Oncology, IRCCS, Milan, ltaly;
Department of Oncology and Hematology-Oncology, University of Milan, Italy

Sunday, June 2, 2024
Additional authors: Xichun Hu, Rebecca Dent, Kan Yonemori, Carlos H Barrios, Joyce A O’Shaughnessy,

Hans Wildiers, Qingyuan Zhang, Seock-Ah Im, Cristina Saura, Laura Biganzoli, Joohyuk Sohn,
Christelle Lévy, William Jacot, Natasha Begbie, Jun Ke, Gargi Patel, Aditya Bardia

On behalf of the DESTINY-Breast06 investigators
ngff ANS*CTNO( presenten By Giuseppe Curigliano, MD, PhD

The NEW ENGLAND JOURNAL of MEDICINE
Published online September 15, 2024.

ORIGINAL ARTICLE

Trastuzumab Deruxtecan after Endocrine
Therapy in Metastatic Breast Cancer

A. Bardia, X. Hu, R. Dent, K. Yonemori, C.H. Barrios, J.A. O’Shaughnessy,
H. Wildiers, J.-Y. Pierga, Q. Zhang, C. Saura, L. Biganzoli, J. Sohn, S.-A. Im,
C. Lévy, W. Jacot, N. Begbie, J. Ke, G. Patel, and G. Curigliano,
for the DESTINY-Breast06 Trial Investigators*




What Clinicians Want to Know:
Addressing Current Questions and Controversies
in the Management of Metastatic Breast Cancer

A CME Hybrid Symposium Held in Conjunction with the 2024 ASCO Annual Meeting

Monday, June 3, 2024
7:00 PM -9:00 PM CT (8:00 PM - 10:00 PM ET)

Faculty
Aditya Bardia, MD, MPH Sara A Hurvitz, MD, FACP

Harold J Burstein, MD, PhD Joyce O’Shaughnessy, MD
Professor Giuseppe Curigliano, MD, PhD

Moderator
Hope S Rugo, MD w



FDA Grants Accelerated Approval to Trastuzumab Deruxtecan for

Unresectable or Metastatic HER2-Positive Solid Tumors
Press Release: April 5, 2024

“The Food and Drug Administration granted accelerated approval to fam-trastuzumab deruxtecan-nxki for adult patients
with unresectable or metastatic HER2-positive (IHC 3+) solid tumors who have received prior systemic treatment and
have no satisfactory alternative treatment options.

Efficacy was evaluated in 192 adult patients with previously treated unresectable or metastatic HER2-positive (IHC 3+)
solid tumors who were enrolled in one of three multicenter trials: DESTINY-PanTumor02 (NCT04482309), DESTINY-
Lung01 (NCT03505710), and DESTINY-CRC02 (NCT04744831). All three trials excluded patients with a history of
interstitial lung disease (ILD)/pneumonitis requiring treatment with steroids or ILD/pneumonitis at screening and
clinically significant cardiac disease. Patients were also excluded for active brain metastases or ECOG performance status
>1. Treatment was administered until disease progression, death, withdrawal of consent, or unacceptable toxicity.

The recommended fam-trastuzumab deruxtecan-nxki dosage for this indication is 5.4 mg/kg given as an intravenous
infusion once every 3 weeks (21-day cycle) until disease progression or unacceptable toxicity.

This tumor agnostic indication is approved under accelerated approval based on objective response rate and duration of
response. Continued approval for this indication may be contingent upon verification and description of clinical benefit in
a confirmatory trial(s).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-fam-trastuzumab-
deruxtecan-nxki-unresectable-or-metastatic-her2
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Introduction Metastatic Triple-Negative Breast Cancer (mTNBC) — The Patient Perspective

Module 1 Selection and sequencing of antibody-drug conjugates

Module 2 Dosing and tolerability of sacituzumab govitecan; use of anthracyclines

Module 3 Case Presentation: 63-year-old woman with relapsed TNBC (HER2 2+) who experiences
disease progression on T-DXd (Grade 2 ILD) and receives sacituzumab govitecan

Module 4 Discussing palliative and end-of-life care
Module 5 PARP inhibitors in somatic versus germline mutant TNBC; cytopenias with PARP inhibitors
Module 6 The “art of oncology” — building trust with patients and family members

Module 7 Case Presentation: 66-year-old woman with recurrent TNBC with extensive chest wall
involvement

Module 8 Case Presentation: 45-year-old man with multiregimen-refractory AR-positive TNBC with
an ERBB2 exon 20 insertion mutation
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Case Presentation: 63-year-old woman with relapsed TNBC
(HER2 2+) who experiences disease progression on T-DXd
(Grade 2 ILD) and receives sacituzumab govitecan

Dr Shaachi Gupta (West Palm Beach, Florida)




65-year-old patient with de novo metastatic ER-negative, BRCA-WT BC
HERZ2-negative (IHC 0)
PD-L1 combined positive score (CPS) 0

Chemotherapy =2 SG gggggg%%%%%@@@@ 26

9
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SG = sacituzumab govitecan

Survey of 34 US-based general medical oncologists, November 2024



65-year-old patient with de novo metastatic ER-negative,
BRCA wild-type (WT) BC

HERZ2 ultralow (IHC >0 but <1+)

PD-L1 combined positive score (CPS) 0

Chemotherapy ©> SG @@@@@O@@DOO@ 12
Chemotherapy = T-DXd DDD@@@DDDD@D 12
Toxd > s¢ (@ -

Chemotherapy - chemotherapy @@ 2

sG > T-oxd (L)) 2
Other @@ 2

SG = sacituzumab govitecan; T-DXd = trastuzumab deruxtecan RTP
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65-year-old patient with de novo metastatic ER-negative, BRCA-WT BC
HER2 low (IHC 1+ or IHC 2+/ISH-negative)
PD-L1 CPS 0?

Chemotherapy = T-DXd ggggDO@ODO@@O@O =

Toxd > sc ()OO 5

Chemotherapy = SG @@@@ 4
Other @@DOO@ 6
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and
disease progression 4 months after completing (neo)adjuvant 10
HER2-negative (IHC 0)
PD-L1 CPS O

aaeacaaaanaEem -

Chemotherapy =2 SG @

SG - chemotherapy @@@@@@@@@@@ 11

sG > HER3-Dxd ([ 2

SG > T-DXd @@ 2
SG > Dato-DXd @@ 2

Other D 1

IO = immunotherapy; HER3-DXd = patritumab deruxtecan; Dato-DXd = datopotamab deruxtecan RTP
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and
disease progression 4 months after completing (neo)adjuvant 10

HERZ2 ultralow (IHC >0 but <1+)
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and
disease progression 4 months after completing (neo)adjuvant 10

HER2 low (IHC 1+ or IHC 2+/ISH-negative)
PD-L1 CPS O
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Patients who received both SG and T-DXd

SG - T-DXd (n = 10)

T-DXd - SG (n = 8)

TTNT w/ SG TTNT w/ T-DXd | TTNT w/ T-DXd TTNT w/ SG
(months) (months) (months) (months)
9 3* 14 18*
15 2* 10 6
2 4* 5 9
3 2 9
10 8 7 4
10 9 6 8
3 4 9 3*
3 2 10 10*
6 3* — —
6 5 — —
Median 6 4.5 8 8

N =125

Survey of 34 US-based general medical oncologists, November 2024

* Current therapy

TTNT = time to next treatment




Regulatory and reimbursement issues aside, would you offer T-DXd to a
patient with ER-negative, HER2-ultralow (IHC >0 but <1+) metastatic
breast cancer (mBC)?

Yes

RTP
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Regulatory and reimbursement issues aside, would you offer T-DXd to a
patient with HER2 IHC O mBC with a HER2 mutation?

Yes

RTP
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Number of patients with mTNBC to whom you have
administered sacituzumab govitecan either on or off 5
protocol

Likelihood that a patient receiving sacituzumab
govitecan will need to have therapy held because of 30%
tolerability issues

Likelihood that a patient receiving sacituzumab
govitecan will need to have therapy discontinued 10%
because of tolerability issues

Survey of 34 US-based general medical oncologists, November 2024



For your patients who are receiving sacituzumab govitecan, do you
routinely administer G-CSF prophylaxis or wait until neutropenia
develops to initiate treatment?

Prophylaxis 32% 11
Initiate when neutropenia 56% 19
develops

Other 12% 4

RESEARCH
TO PRACTICE

Survey of 34 US-based general medical oncologists, November 2024



Do you generally recommend any form of prophylaxis to prevent Gl
toxicities in patients about to start therapy with sacituzumab govitecan?

No

Yes

RTP
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Number of patients with mTNBC (HER2 low or
ultralow) to whom you have administered T-DXd 7

either on or off protocol?

What grade of ILD would lead you to permanently discontinue

treatment with T-DXd?

Grade 1 0
Grade 2 26
Grade 3 8
Grade 4 0

ILD = interstitial lung disease

Survey of 34 US-based general medical oncologists, November 2024



Do you use chest imaging to monitor a patient receiving T-DXd who
otherwise does not require chest imaging?

Yes

RTP
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Discussing palliative and end-of-life care
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PARP inhibitors in somatic versus germline mutant TNBC;
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Case Presentation: 66-year-old woman with recurrent TNBC
with extensive chest wall involvement

Dr Shaachi Gupta (West Palm Beach, Florida) RTP
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Case Presentation: 45-year-old man with multiregimen-refractory
AR-positive TNBC with ERBB2 exon 20 insertion mutation

Dr Shaachi Gupta (West Palm Beach, Florida)
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RTP
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65-year-old patient with de novo metastatic ER-negative, BRCA-WT BC
HER2-negative (IHC 0)
PD-L1 CPS 50

Pembrolizumab + @D@@O@OODO@@@O@ 30
chemotherapy > 5C (TG EGGE®

Pembrolizumab +
chemotherapy = chemotherapy @@ -

Other D @ 2

SG = sacituzumab govitecan

Survey of 34 US-based general medical oncologists, November 2024



65-year-old patient with de novo metastatic ER-negative, BRCA-WT BC
HERZ2 ultralow (IHC >0 but <1+)
PD-L1 CPS 50

rembrolizumab + (D@ B D000 00EEEM® 5

chemotherapy = T-DXd @
Pembrolizumab +
chemotherapy > SG CEDCDCEDCD 15
Other m 3

T-DXd = trastuzumab deruxtecan
RESEARCH
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65-year-old patient with de novo metastatic ER-negative, BRCA-WT BC
HERZ2 low (IHC 1+ or IHC 2+/ISH-negative)
PD-L1 CPS 50

rembrolizumab + (@ HEHHGGEDEEGB® -
chemotherapy = T-DXd @DD@D@

shematherapy 5 5 BEEEEEEE®
Toxd > s¢ (@ 3
Other @ 1
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and
disease progression 4 months after completing (neo)adjuvant IO
HERZ2-negative (IHC 0)
PD-L1 CPS 50

SG - chemotherapy @DDD@DD@D 9
Chemotherapy > SG D@@@@@DD@@ 10
Pembrolizumab + chemotherapy = SG @@@@@@@ 7

sc > Toxd (@ 2
Other @@@@@@ 6

IO = immunotherapy

Survey of 34 US-based general medical oncologists, November 2024




65-year-old patient with metastatic ER-negative, BRCA-WT BC and
disease progression 4 months after completing (neo)adjuvant IO
HERZ2 ultralow (IHC >0 but <1+)

PD-L1 CPS 50
sc>T-oxd (D00 -
roxd 2> s¢ (EOOO0O) 7
Pembrolizumab + chemotherapy = T-DXd @@@@@ 5

Chemotherapy = SG @DDD 4
SG - chemotherapy @@@ 3

Pembrolizumab + chemotherapy = SG @@@ &

Chemotherapy = T-DXd OD 2

Other @@@ 3

Survey of 34 US-based general medical oncologists, November 2024

RESEARCH
10 PRACTICE



65-year-old patient with metastatic ER-negative, BRCA-WT BC
and disease progression 4 months after completing (neo)adjuvant IO

HERZ2 low (IHC 1+ or IHC 2+/ISH-negative)
PD-L1 CPS 50

roxd > sc (@ 0000000EEE
chemotherapy > Tox: DB EBEM® -
chemotherapy - T-Dxd ([} (D@D 4

sc > T-oxd ([ @@

T-DXd > HER3-DXd @@ 2

other (O] 4

HER3-DXd = patritumab deruxtecan
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65-year-old patient with metastatic ER-negative, BRCA-WT BC

and disease progression 7 months after completing (neo)adjuvant IO
HERZ2-negative (IHC 0)
PD-L1 CPS O

chemotrerapy > o (BN HNEDDEDESEEM =

SG - chemotherapy @@@@@@@@@ 9
SG - Dato-DXd @@@ 3
sG> T-oxd ([l 2

Chemotherapy = chemotherapy @@ 2

Other @@D 3

Dato-DXd = datopotamab deruxtecan
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and
disease progression 7 months after completing (neo)adjuvant 10

HERZ2 ultralow (IHC >0 but <1+)
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and
disease progression 7 months after completing (neo)adjuvant 10

HER2 low (IHC 1+ or IHC 2+/ISH-negative)
PD-L1 CPS O
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65-year-old patient with metastatic ER-negative, BRCA-WT BC
and disease progression 7 months after completing (neo)adjuvant 10

HERZ2 negative (IHC 0)
PD-L1 CPS 50

rembrotizumas + (@ HGEEE0EEBEEE

chemotherapy = SG

Chemotherapy = SG @@@@@@ 6
SG > chemotherapy @@@@ 4

SG > pembrolizumab
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SG > Dato-DXd (1)) 2
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65-year-old patient with metastatic ER-negative, BRCA-WT BC
and disease progression 7 months after completing (neo)adjuvant IO

HERZ2 ultralow (IHC >0 but <1+)
PD-L1 CPS 50

Pembrolizumab + chemotherapy
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Pembrolizumab + chemotherapy = SG @@@@@@ 6
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Chemotherapy = SG @@@@ 4
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and disease
progression 7 months after completing (neo)adjuvant 1O

HERZ2 low (IHC 1+ or IHC 2+/ISH-negative)
PD-L1 CPS 50
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65-year-old patient with metastatic ER-negative, BRCA-WT BC

and disease progression 12 months after completing (neo)adjuvant 10
HER2-negative (IHC 0)
PD-L1 CPS O
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SG 2 chemotherapy DD@@@@ 6
sG - Dato-Dxd ([ 3

oer (B EEEE -

Survey of 34 US-based general medical oncologists, November 2024



65-year-old patient with metastatic ER-negative, BRCA-WT BC

and disease progression 12 months after completing (neo)adjuvant 10
HERZ2 ultralow (IHC >0 but <1+)
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65-year-old patient with metastatic ER-negative, BRCA-WT BC and disease
progression 12 months after completing (neo)adjuvant IO

HER2 low (IHC 1+ or IHC 2+/ISH-negative)
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65-year-old patient with metastatic ER-negative, BRCA-WT BC

and disease progression 12 months after completing (neo)adjuvant IO
HERZ2-negative (IHC 0)
PD-L1 CPS 50
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65-year-old patient with metastatic ER-negative, BRCA-WT BC

and disease progression 12 months after completing (neo)adjuvant 1O
HERZ2 ultralow (IHC >0 but <1+)
PD-L1 CPS 50
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65-year-old patient with metastatic ER-negative, BRCA-WT BC
and disease progression 12 months after completing (neo)adjuvant IO

HER2 low (IHC 1+ or IHC 2+/ISH-negative)
PD-L1 CPS 50
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In general, when administering G-CSF to patients who are receiving
sacituzumab govitecan (SG), what is your preferred agent and
schedule?

G-CSF days 9-20

Pegfilgrastim

Pegfilgrastim after day 8 of treatment
Filgrastim day 9 of cycle

Filgrastim days 2-4

2-3 days after each dose

Long acting like pegfilgrastim and within
24 h of completion of therapy

Filgrastim 480 mcg daily for 3 days
Pegfilgrastim day 9

PRN filgrastim

Short acting

Pegfilgrastim following treatment
Long acting growth factor after day 8

Pegfilgrastim or biosimilar day 8 of 21-day cycle
Pegfilgrastim

Pegfilgrastim day 9

Pegfilgrastim

Pegfilgrastim

Pegfilgrastim day 9

Pegfilgrastim g21d

Pegfilgrastim

Filgrastim daily x 5 after day 1 and day 8
Pegfilgrastrim

Long acting G-CSF: pegfilgrastim day 8
Day 8 G-CSF and SG on days 1, 8
Pegfilgrastrim after each dose

Survey of 34 US-based general medical oncologists, November 2024




In general, when administering G-CSF to patients who are receiving
sacituzumab govitecan, what is your preferred agent and schedule?

(Continued)

* Filgrastim .

* Pegfilgrastrim day 9 .

* Filgrastim 300 or 480 mcg sc daily till total .
WBC over 10,000

* |actually give alternate weeks of
sacituzumab — Day 1 and 15 — and most
of my younger patients do well on this
schedule. If | need to give G-CSF, | go to
day 1 and 8 schedule and give it for 5-7
days on day 8

Survey of 34 US-based general medical oncologists, November 2024

Pegfilgrastrim or biosimilar
Filgrastim daily x 5

| have not administered sacituzumab
govitecan




What would you estimate is the likelihood that a patient receiving
sacituzumab govitecan will need to have therapy discontinued because of

tolerability issues?

90

505050 50
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At what point in the treatment course do you discuss palliative care
options with your patients with mTNBC?

* When options decrease and/or performance status/Qol decline

 When performance status does not allow further therapy or patient is tired of therapy
* Third line

* When their performance status does not allow treatment

* Palliative care should always be discussed with the patient at the beginning of treatment if
it’s of noncurative intent

* At diagnosis of metastatic disease

* Every line of progression

e At the beginning of treatment

* After third line

e After 4 lines depending on PS

* Depends on performance and SE of therapy

* First line mention

* Early as adjunct to palliative chemo/immunotherapy
* Usually after first progression

* Third line and beyond

Survey of 34 US-based general medical oncologists, November 2024 | 1o riAciict |



At what point in the treatment course do you discuss palliative care
options with your patients with mTNBC? (Continued)

* From the beginning, start gradually With poor performance status
broaching each visit * Poor performance status
* At the time of metastatic diagnosis Start vague discussions at or during second line,
* Fourth line, beyond depends on individual patient and tolerability also
* After 4-5 lines of treatment, sooner if After progression on 3 to 4 lines of therapy
poor functional status * Diagnosis, after 3 lines of therapy
e After third line e After second line therapy
* When they are too sick or do not want After 3 lines of treatment

any more treatment. Has nothing to At the time of diagnosis and at every progression

do with a line of therapy o After third line
e Usuallyinline 2-3 * From the get-go
* At diagnosis of metastatic disease
* Firstline

Survey of 34 US-based general medical oncologists, November 2024 | 1o riAciict |
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Pembrolizumab plus Chemotherapy

in Advanced Triple-Negative Breast Cancer

J. Cortes, H.S. Rugo, D.W. Cescon, 5.-A. Im, M.M. Yusof, C. Gallardo, O. Lipatov,
C.H. Barrios, ). Perez-Garcia, H. lwata, N. Masuda, M. Torregroza Otero,
E. Gokmen, S. Loi, Z. Guo, X. Zhou, V. Karantza, W. Pan, and P. Schmid,
for the KEYNOTE-355 Investigators®
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KEYNOTE-355 Trial: Overall Survival with Pembrolizumab and
Chemotherapy as First-Line Therapy for mTNBC in the Intention-
to-Treat Population

Tl
90+ HL"'&K
2 50 %,
2w 704 k!
s .2
5E . ]
a gl 5{:'_
B0 =
L] o A0
E =
8= 30- :
o __ Pembrolizumab-—chemotherapy
204 By |,
104 Hazard ratio for death, 0.89 (953¢ Cl, 0.76-1.05) Placebo—chematherapy
0 | I I | I | I | I I | I | | | | I 1
o 3 &6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
Mo. at Risk
Pembrolizumab—chemotherapy 566 539 486 415 363 309 269 226 200 174 153 137 124 94 69 42 22 4 O
Placebo—chemotherapy 281 267 246 209 174 144 117 497 85 73 62 54 50 38 25 18 12 3 O
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KEYNOTE-355: Overall Survival in Subgroups According to
PD-L1 CPS Status at Baseline

Subgroup MNo. of Patients
Overall B47
PD-L1 CPS cutoffof 1
CP5=1 636
CPS <1 211
PD-L1 CPS cutoff of 10
CP5 =10 323
CPS <10 524
PD-L1 CPS cutoff of 20
CP5 =20 204
CPS <20 643

CPS = combined positive score

Cortes J et al. N Engl J Med 2022;387(3):217-26.

Median Overall Survival
Pembrolizumab—

chemotherapy chemotherapy
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—&— 0.97 (0.72-1.32)
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— 0.96 (0.B0-1.14)
| | | I |
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Ongoing Phase Ill Trials of Sacituzumab Govitecan in Earlier Lines of
Therapy for Patients with TNBC

Est primary
Setting Randomization completion
Previously untreated locally advanced
inoperable or metastatic TNBC with no PD-L1 | Sacituzumab sovitecan
ASCENT-03 | 540 expression or previously treated with . Treatment ofg hvsician’s choice July 2028
immune checkpoint inhibitor and with PD-L1 b
expression
Previously untreated locally advanced e Sacituzumab govitecan +
ASCENT-04 | 440 inoperable or metastatic TNBC with pembrolizumab Feb 2027
PD-L1 tumor expression * Treatment of physician’s choice
: : : : : e Sacituzumab govitecan +
B
ASCENT-05 | 1,514 TNBC with re5|dual.|nva5|ve disease after B June 2027
surgery and neoadjuvant therapy ., :
* Treatment of physician’s choice
SASCIA 1332 Postneoadjuvan't in prlmary HER%-negatlve e Sacituzumab gOV|t§§an’ | March 2027
breast cancer with high relapse risk * Treatment of physician’s choice

www.clinicaltrials.gov. Accessed October 2024.




Sacituzumab Govitecan Is a First-in-Class TROP2-Directed

Antibody-Drug Conjugate

Linker for SN-38

* Hydrolyzable linker for
payload release

* High drug-to-antibody
ratio (7.6:1)

SN-38 payload
g * Metabolite of Topo |
g inhibitor
* SN-38 more potent
than parent compound,
irinotecan

Humanized anti-Trop-2

antibody

 Directed toward Trop-2,
an epithelial antigen
expressed on many
solid cancers

Rugo HS et al. Future Oncol 2020;16(12):705-15.

(1) Binding, Internalization, %, Tumor cell
Degradation and Cell Cytotoxicity "2:9,‘ -
'”11'4 2}
(2) Bystander Effect *"*1*,44,,* b
Y,
b2
@ Intracellular SN-38 Release After “itpe, @ ®
¥iaa Py
Internalization/DNA Damage to Targeted Cell and "*'n::::,n;,.’,,m
- LT T TTTTI 12 »
Bystander Effect on Adjacent Tumor Cells s © R T
Sacituzumab
govitecan

Tumor cell Cell Death Due to

DNA Damage

Lysosome
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Final Results From the Randomized Phase Ill ASCENT
Clinical Trial In Metastatic Triple-Negative Breast Cancer
and Association of Outcomes by Human Epidermal Growth
Factor Receptor 2 and Trophoblast Cell Surface Antigen

2 Expression

Aditya Bardia, MD, MPH' ([); Hope S. Rugo, MD?({); Sara M. Tolaney, MD, MPH? (5); Delphine Loirat, PhD, MD* Kevin Punie, MD* (%) ;

Mafalda Oliveira, MD, PhD® (%) ; Adam Brufsky, MD, PhD? (%) ; Kevin Kalinsky, MD, MS8 (i5); Javier Cortes, MD, PhD? (%) ; Joyce O’ Shaughnessy, MD'?;
Veronique Dieras, MD, MPH'' (5); Lisa A. Carey, MD, ScM'?(%); Luca Gianni, MD'*(®); Martine Piccart-Gebhart, MD, PhD'* (%) ;

Sibylle Loibl, MD, PhD'*{%); Oh Kyu Yoon, PhD, MBA'®; Yang Pan, PhD'®; Scott Hofsess, MS'? (); See-Chun Phan, MD'®; and

Sara A. Hurvitz, MD, FACP'®
J Clin Oncol 2024 May 20;42(15):1738-44




ASCENT: Final Survival Results

PFS

1.0 1

0.9 Patients (events) mPFS (95% CI)

0.8 - TPC 262 (171) 1.7 (1.5 to 2.5)

SG SG 267 (191) 4.8 (4.1 to 5.8)

— 0.7 -
é‘ Stratified HR (CI) = 0.413 (0.330 to 0.517)
= 0.6 4
[3+]
o 05
—_
= 0.4
iy K
L
o 034

0.2 5

0.1 4

0-0 i LI L} I

1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30
Time (months)

No. at risk:
TPC 262 40 12 5 1 0 0 0 0
SG 267 145 82 38 23 14 8 3 0

0S (probability)

1.0 1
0.9 1
0.8 +
0.7

0.6 1

0s

mOS (95% Cl)
6.9 (5.9t0 7.7)
11.8 (10.5 to 13.8)

Patient (events)

TPC 262 (222)
5G 267 (201)

Stratified HR (Cl) = 0.514 (0.422 to 0.625)

0_5 LU |

0.4 1
0.3 +
0.2
0.1 +
0.0 +

No. at risk:

TPC
SG

262
267

3 6 9 12 15 18 21 24 27 30

Time (months)

192 132 a7 54 39 3 16 7 3 0
242 209 169 125 92 62 42 25 1 2

PFS = progression-free survival; TPC = treatment of physician's choice; SG = sacituzumab govitecan; OS = overall survival

Bardia A et al. J Clin Oncol 2024 May 20;42(15):1738-44.
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Datopotamab Deruxtecan (Dato-DXd): Mechanism of Action

Dato-DXd is an ADC with 3 components'?;

* A humanized anti-TROP2 1gG1® monoclonal antibody attached to:
« Atopoisomerase | inhibitor payload, an exatecan derivative, via
* Atetrapeptide-based cleavable linker

Humanized anti-TROP2

Deruxtecan®#
IgG1 mAb !
f \
0 M o u 9 M '
u . N__.O
n’\/\/\r \*:/Y ))*:-’\r ~r \*p.‘u“ o
o oM 0 4 ~ o
e s
-l
H,C HO “Ch,
Cleavable letrapeptde-based linker F
Topoisomerase | inhibitor payload
(DXd)

Krop | et al. San Antonio Breast Cancer Symposium 2021;Abstract GS1-05.

Payload mechanism of action:
topoisomerase | inhibitor >

High potency of payload ®

Optimized drug to antibody ratio =4 >=.1
Payload with short systemic half-life ®-<-2
Stable linker-payload ®2
Tumor-selective cleavable linker 2

Bystander antitumor effect®2.%

RTP

RESEARCH
1O PRACTICE



Research article

Datopotamab deruxtecan: A novel antibody drug conjugate for
triple-negative breast cancer

%1 Federica Mazzuca”, Daniele La
, Alessandro Rizzo © !

Francesca Matilde Schipilliti ', Denise Drittone
Forgia“, Deniz Can Guven d1

Heliyon 2024 March 22;10(7)




Summary of Available Data from the TROPION-PanTumor01 and
BEGONIA Trials of Dato-DXd for mTNBC

NCT Number/Trial Trial Design/Patient Characteristics Number Intervention Primary Clinical Trial Data  Safety
name Population of pts endpoint
NCT03401385, FIH trial with Datopotamah A Phase 1, Two-Part, Multicenter, Open- 770 Drug: Safety and ORR 32% (ORR- G3 AFs were observed in 52% of
TROPION- deruxtecan in refractory Label, Multiple-Dose, First-in-Human Study of Datopotamab tolerability 44% in Topo [ pts.
PanTumor01 metastatic Dato-DXd in Patients With Advanced/ Deruxtecan (Dato- inhibitors-naive Most common TEAEs (any grade,
TNBC (N = 44) Metastatic Solid Tumors DXd) patients) grade >3) were stomatitis (73%,
Drug: Steroid 11%), nausea (66%, 2%), and
Containing vomiting (39%, 5%)
Mouthwash
Other: Non-Steroid
Containing
Mouthwash
NCT03742102 Phase Ib/II platform trial with ~ Multi-center, Open-Label, Platform Study 210 Drug: Durvalumab Safety and ORR. 79% G3/4 AEs were observed in 36% of
BEGONIA trial Datopotamab deruxtecan + Evaluating the Efficacy and Safety of Drug: Capivasertib tolerability Median DoR not pts.
durvalumab in first-line Durvalumab in Combination With Nowel Drug: Oleclumab reached Most common TEAEs (any grade,

metastatic TNBC (N = 29)

Oncology Therapies for First-Line Treatment
in Patients With Metastatic TNBC

Responses were
seen regardless of
PD-L1 expression

grade >3) were gastrointestinal
(nausea in 26 patients [55%] and
stomatitis in 24 patients [51%])

Schipillti FM et al. Heliyon 2024 March 22;10(7).




Datopotamab Deruxtecan in Advanced or Metastatic HR+/
HER2- and Triple-Negative Breast Cancer: Results From the
Phase | TROPION-PanTumor01 Study

Aditya Bardia, MD, PhD' (*); lan E. Krop, MD, PhD?*? () ; Takahiro Kogawa, MD, PhD*{); Dejan Juric, MD' (*}; Anthony W. Tolcher, MD5%7 () ;
Erika P. Hamilton, MD®2 (%) : Toru Mukohara, MD, DMedSci'® () ; Aaron Lisberg, MD"' (%) ; Toshio Shimizu, MD, PhD'>'2 (%) ; Alexander |. Spira, MD'*
Junji Tsurutani, MD, PhD' (%) ; Senthil Damodaran, MD, PhD'® () ; Kyriakos P. Papadopoulos, MD'" (%) ; Jonathan Greenberg, MD, MA, BA™8'%:

Fumiaki Kobayashi, PhD, MS*; Hong Zebger-Gong, MD, PhD'®, Rie Wong, BS*'; Yui Kawasaki, PhD'% Tadakatsu Nakamura, MS?°; and
Funda Meric-Bernstam, MD'®

J Clin Oncol 2024 July 1;42(19):2281-94




TROPION-PanTumor01: Antitumor Activity of Dato-DXd in
HR-Positive, HER2-Negative and Triple-Negative Breast Cancer

HR+/HER2- TNBC

E 100 - = . 100
S22 80+ S 2  80-
g 60 - g 60 -
Qs 40 - Q< 40 -
O O c
8 — 20 18= w — 20 -
L m 0 - £ m 0
S Z -20- i &a 20
% @ 40 - i S o -40
& £ _60 - S = -60
z o % 7 o 5

-100 A -100 -
T m L m
m rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrnrri m rrrrrrrrrirrrrrrrrrrrrrrrrrrrrrrrrrrrrriun1iu

i i e Previous ADC' [T] ANERNEA ANNARERNEENNE
Previous therapy lines, =5 :
dous neropy inee - EHHAPHA R PR AR Frevous 10 [ EAC AP EEH e TR
Previouslines=3 | | TRl 1 PR || BERRRRERER
ORR =26.8% ORR =31.8%

SOD = sum of diameters; BICR = blinded independent central review; CT = chemotherapy; ADC = antibody-drug conjugate; IO = immuno-oncology;
ORR = overall response rate

Bardia A et al. J Clin Oncol 2024 July 1;42(19):2281-94. M



Ongoing Phase lll Trials of Dato-DXd for TNBC

Randomization

Est primary

Setting

Previously untreated HR-
negative, HER2-negative, locally

Dato-DXd

completion

TROPION-Breast02 | 600 . \ : Dec 2025
advanced unresectable or Investigator's choice of chemotherapy
metastatic TNBC
PD-L1 positive locally recurrent Dato-DXd +/- durvalumab
TROPION-Breast05 | 625 . P Y . Investigator choice of chemotherapy + | Sept 2026
inoperable or metastatic TNBC .
pembrolizumab
Previously untreated TNBC or dDj:\?:I)uxﬁa+bd+lj/tvfrllim?)t'zhjra
TROPION-Breast04 | 1,728 | HR-low/HER2-negative breast ) Py March 2028
Pembrolizumab + chemotherapy =2
cancer
pembro +/- chemo
Stage I-1ll TNBC without
Dato-DXd +/- I
TROPION-Breast03 | 1,075 | pathological complete response ato-DXd +/- durvalumab Sept 2027

following neoadjuvant therapy

Investigator’s choice of chemotherapy

www.clinicaltrials.gov. Accessed April 2024.
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Trastuzumab Deruxtecan in Previously Treated HER2-Low
Advanced Breast Cancer

S. Modi, W. Jacot, T. Yamashita, J. Sohn, M. Vidal, E. Tokunaga, J. Tsurutani, N.T. Ueno, A. Prat, Y.S. Chae,
K.S. Lee, N. Niikura, Y.H. Park, B. Xu, X. Wang, M. Gil-Gil, W. Li, J.-Y. Pierga, S.-A. Im, H.C.F. Moore, H.S. Rugo,

R. Yerushalmi, F. Zagouri, A. Gombos, S.-B. Kim, Q. Liu, T. Luo, C. Saura, P. Schmid, T. Sun, D. Gambbhire, L. Yung,
Y. Wang, . Singh, P. Vitazka, G. Meinhardt, N. Harbeck, and D.A. Cameron, for the DESTINY-Breast04 Trial Investigators*
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T-DXd Mechanism of Action, Bystander Effect and Rationale for
Targeting HER2-Low Breast Cancer

T-DXd"?

& 8:1 drug-to-
4 antibody ratio
Highly potent
topoisomerase |
inhibitor payload

' i Cleavable linker

Internalization of T-DXd leads to release of the DXd
payload and subsequent cell death in the target tumor cell
and neighboring tumor cells through the bystander effect'2

-‘*? 0 T-DXd binds

to HER2

\ Tumor Cell

Neighboring
\

e Tumor

cell death

e T-DXd
internalized 5
Topoisomerase |

o inhibitor enters _ e

__ ¥ nucleus 7 Membrane-

e Linker cleaved, Pt Y permeable
releasing /‘ payload results

topoisomerase | J v e N e, in bystander

inhibitor ' t_ ’ - effect
\

\

, Topoisomerase | inhibitor payload

Adapted with permission from Modi S, et al. J Clin Oncol 2020;38:1887-96. CC BY ND 4.0.

* Results from a phase 1b study have reported efficacy of T-DXd in heavily pretreated patients
(N = 54) with HER2-low mBC, with a mPFS of 11.1 months and an ORR of 37.0%?

mPFS = median progression-free survival; ORR = overall response rate

Modi S et al. N Engl J Med 2022;387(1):9-20.
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DESTINY-Breast04 Trial: Response and Survival with T-DXd for
the Hormone-Receptor-Negative Population

All patients Hormone-receptor negative
T-DXd TPC HR T-DXd TPC
(N=373) (N =184) (p-value) (N =40) (N=18) Hazard ratio

Median PFS 9.9 mo 5.1 mo S 8.5 mo 2.9 mo 0.46

' ' (<0.001) ' ' '
Median OS 23.4 mo 16.8 mo 0.64 18.2 mo 8.3 mo 0.48

' ' (0.001) ' ' '
OlolEEE 52.3% 16.3% _ 50.0% 16.7% —
response rate

Modi S et al. N Engl J Med 2022;387(1):9-20.




DESTINY-Breast04: Confirmed Objective Response Rate

Hormone receptor—positive Hormone receptor—negative

I
60 |
0/.a
52.6% | 50.0% Il Complete Response
| | .
50 ; I 95 Partial Response
40 | |
] I
=
S 30 I
L 49.2
5 ° 16.3% | 41.5 16.7%
20 0.6 |
10 15.7 I
’ 11.1
0 I
T-DXd (n = 333) TPC (n = 166) ] T-DXd (n = 40) TPC (n = 18)
Progressive disease, % 7.8 21.1 i 12.5 £16)6)
Not evaluable, % 4.2 12.7 I 7.5 5.6
Clinical benefit rate,® % 71.2 34.3 : 62.5 27.8
Duration of response, months 10.7 6.8 | 8.6 4.9

RESEARCH
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Mﬂﬂgress Abstract 3760
Trastuzumab Deruxtecan (T-DXd) Versus
Treatment of Physician’s Choice (TPC) in
Patients With HER2-Low Unresectable and/or
Metastatic Breast Cancer: Updated Survival
Results of the Randomized, Phase 3
DESTINY-Breast04 Study

Presentation 3760

Shanu Modi,' William Jacot, Hiroji lwata, Yeon Hee Park,
Maria Jesus Vidal Losada, Wei Li, Junji Tsurutani, Khalil Zaman,
Naoto Ueno, Aleix Prat, Konstantinos Papazisis, Hope S. Rugo,
Nadia Harbeck, Seock-Ah Im, Michelino De Laurentis,

Cecilia Orbegoso Aguilar, Lotus Yung, Fu-Chih Cheng,
Yingkai Cheng, David Cameron

On behalf of the DESTINY-Breast04 investigators

"Memorial Sloan Kettering Cancer Center, New York, NY, USA
Madrid, Spain, October 20-24, 2023
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DESTINY-Breast04: Final Survival Analyses

1c0 Median T-DKI:I TPC Hazard ratic Overall Survival
2 g0 (95% Cl) 40) (n=18) (95% ClI) 100 Median T-DXd TPC Hazard ratio
= ()
2 Primary analysis B.5 mo 2.9 mo 0.46 90— R W (=1 (85%Ch
5 7 by BICR)" | (43-11.7) | (145.1) | (0.24089) Primary | 182mo 83mo | 048
- R 80 analysis' | (13.6-NE) (5.6-206) | (0.24-0.95)
e Updated analysis 6.3 mo 2.9 mo 0.29 2
- a0 | (by investigator) (4.2-8.5) {1.4-4.2) (0.15-0.57) % 704 Updated 17.4 mo 8.3 mo 0.58
Z e g analysis || (13.6-23.0) | (56-204) | (0.31-1.08)
g 3PFS by investigator was not analyzed for the 0 60—
,-3 =) HR- cohort at the time of the primary analysis. . |
© 8 % 24-month Landmark (96% C1)
@ 40— g T-DXd: 32.6% (18.5-47.5%)
b 12-month Landmark [95% Cl) § a0 TPC: 11.8% (2.0-31.2%)
S a0 T-DXd: 25.3% [12.6-39.6%) I
E ® 30
Lo 4
o O 20+
e a1 +  Censomd
a1 T-Cid fn = 40 1 4 Censored
TPG in=18) |—| 10 T-DXd (0 = 40)
Q T T 1 | T I 4 TPC(n = 18)
@ 1 2 3 4 5 & F OB 8 10 11 12 13 14 15 16 18 17 19 20 21 2 23 24 25 26 27 ! gy e J o I
D 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 24 35 38 4D 42 44
Time, months Time, months
EATRa 1 A Pationts still at risk:
TOxdjn=4a0y 40 39 35 21 30 26 19 17 16 12 1 11 8 B 7 & 4 3 3 12 2 2 221 10 TDXd(n=40) 40 38 36 34 31 26 26 23 19 18 16 14 12 12 12 8 7 5 5 4 2 2 0
MPCin=18) 18 17 W0 7 B 4 2 1 0 0 0 © 0 0O O 0 0O O O 0O 0O 0 00 0 0 0

WCinh=18) 18 6 14 ¥ 10 B 7 6 5 5 & 3 2 2 2 2 2 1 1 0 0 0 0O

BICR = blinded independent central review; TPC = treatment of physician's choice
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Health-related quality of life in the phase III ASCENT
trial of sacituzumab govitecan versus standard
chemotherapy in metastatic triple-negative breast cancer
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ASCENT: Global Health Status/Quality of Life (QoL) and Physical

Functioning

Global health status/QoL
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Loibl S et al. Eur J Cancer 2023;178:23-33.
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ASCENT: Fatigue and Pain
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ASCENT: Selected Adverse Events

Patients (N = 108)

Adverse event Any grade

Gastrointestinal disorders

Nausea 67% 6%

Diarrhea 62% 8%

Vomiting 49% 6%

Blood and lymphatic system disorders

Neutropenia 64% 26% 16%
Anemia 50% 11% 0
Abnormal values

Decrease white blood cell counts 21% 8% 3%

Bardia A et al. N Engl J Med 2021;384:1529-41.



TROPION-PanTumor01 Trial: Treatment-Emergent Adverse Events
(TEAEs) with Dato-DXd in the TNBC Cohort

TEAEs, n (%) N=44

Any grade Grade 23
Any TEAE 44 (100) 23 (52)
Stomatitis 32 (73) 5(11)
Nausea 29 (66) 1(2)
Vomiting 17 (39) 2 (5)
Alopecia 16 (36) NA
Fatigue 15 (34) 3(7)
Headache 11 (25) 0
Constipation 10 (23) 0
Decreased neutrophil count 9 (20) 1(2)
Pyrexia 8(18) 0
Cough 8 (18) 0
Decreased lymphocyte count 8 (18) 3(7)
Anemia 7 (16) 1(2)
Decreased appetite 7 (16) 0
Hypokalemia 7 (16) 0
Diarrhea 7 (16) 0
Rash 7 (16) 0
Dry eye 7 (16) 0

Bardia A et al. SABCS 2022;Abstract P6-10-03.



DESTINY-Breast04: Common Drug-Related TEAEs with T-DXd
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16
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Decreased appetite
Thrombocytopeniad
Transaminases increased®
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Diarrhea

Constipation

| T-DXd, Any Grade
B T-DXd, Grade 23

. TPC, Any Grade
B TPC, Grade 23

I | I
80 60 40 20 0 20 40 60
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DESTINY-Breast04: Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade
IV CIGEEYAV 13 (3.5) 24 (6.5) 5 (1.3) 0 3 (0.8) 45 (12.1)
TPC (n = 172) 1(0.6) 0 0 0 0 1(0.6)

Left ventricular dysfuctions
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade

Ejection fraction decreased

T-DXd (n =371) 1(0.3) 12 (3.8) 1 (0.3) 0 0 16 (4.3)
TPC (n =172) 0 0 0 0 0 0
Cardiac failure

T-DXd (n=371) 0 1(0.3) 1(0.3) 0 0 2 (0.5)
TPC (n =172) 0 0 0 0 0 0

ILD = interstitial lung disease; TPC = treatment of physician's choice
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Meet The Professor: Current and Future Use of Nontargeted
Therapy for Metastatic Non-Small Cell Lung Cancer —
A 2024 World Conference on Lung Cancer Review

A CME/MOC-Accredited Live Webinar

Tuesday, November 19, 2024
5:00 PM -6:00 PM ET

Faculty
Heather Wakelee, MD, FASCO

Moderator
Neil Love, MD



Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is
very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC and ABS
credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.
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